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10 0 0 1 ] 
[0 0 0 2] 

HJSV^vf- (rheumatoid arthritis l^T TRAJ fc*>v^) ii, #5H"£ ?> A/tt 

*u *&xmwi&<DWLnw&*MLx < & 0 B#Kji&ifr L^ot, ra 

Jfc* tt # #^ & **** W * § * ^0 * \Z M o T If ft 5 £ fc k & %> o 
[0 0 0 3 ] 

^ KHf^f ft(±, -€-0»ttW3*-^Jartt?33%, 12*JIJ£l±K*JV»-Cfe88%;B« 
[0 0 0 4] 

©**a#-C**o — ftWKfllsgl^Kf^T-frftv^JWTJi, ^fn-f P^afe^* (NSA 
ID) &«:#U flU6#Wf**T*3t»'frtt, NS A I Dfcin&Tikfcfl&fllrtey ( 
DMA R D) i^-r&o tCRAHiOWCIt tt£8Mff*T*£ fc tifflJTC* «K 

9 & * * o 

[0 0 0 5] 

#S^jtlR2-Cti, W^ntfy-f f-7-*-^w/:Iii|f^R 

Ait* «fc w^MtcMLt^it^ £ t k i 19 , pfn o ^^o&matfe^tee 

(1) tUlMO, v-f ^nff7^ h v-?j-DlS214i3 it^/t ?t{iDlS253^ 

^^x^-^DNA@e^j^^±i-t>'^ ; 6;v^r>mr 1 3^'fiei"^M^ 1 ; ^^f-^^m 

(2) ^nfT7^ h v-#-D8S556**W :/V ^Xt4DN 
A Ifi^iJ * ib ± l«fe > ^-=6 ;v J5T >■ J&ft Ktifltt & TMu 'Jf7 f - ojjeJRjtfeT-o 

(3) bX^-fe#co, v-f^afr?^ > -7- * -DXS1001, DXS1047> DXS1205, DXS122 
7* X XI/ £ tz }±DXS1232/^ A ~f V^Xf^DNA W>¥\ ±1^^ JV^fy 

[0 0 0 6] 

tulB ( 1 ) OfeftH#a^FtcM-»1-* ^~ * -D1S214*5 i CfDlS253©3S 4 ftHI-^at^i 
It, ^I/-i:^-3 (death receptor 3 : TDR3J tie it rDR3itfS^-J 6 
d) *mf, M At R Altt©K^DR 3 OflrtffiHfJi-S^aifcUKU DR3t5 § RA 
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ll L-sp! 0 -5l 3 2 5 7f : 1 0#1 2^15 0) 

[|;SS 2 ] SKiwol 8/5 17 9 1* (B*&HEI : 1 9 9 8*1 1 * 1 

\*mXM 3 ] BRt&HW 0 0 2/3 4 9 1 2 (BR&H B. 2002*5^20) 
[^#St»2] U *39*, *444**J:tt*445K ( 1 9 9 9*) 

L^Ht^ BMW 

«* ° *4#e*it s * < ©ate* i*-tas t fc * * Mt* e>««s ^ * *^JJ * f 

^ * Mfc«« l^vt li+fl-KfSffl S *>-T v> * * * ° 

mm * M&tir htztb (o^m 

3 *<»*>**fcM£M Witt* fM^«L^it$)^ fc ^r^ffi 
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f-7**)SU ^TCCTCC^-7&»^CpGK^~«tt. t w^##lfi*Jk 
~- o b pcm* mm**iKm-rm&wm<o*i 1 4#b**» 

C p GB^JIi^Mt$^*i^li*>fMk$m»J*4c 
?©T}&#V**V**Kl:L-t\ «*.lf, ft f «»r/^fi*«DR3 ; fe 

<D * *■ ;W k«t«B fc , *ffiifiL V > «U:DR3 afe^O 7nt-^«»W f 

s^fcts*vi?«j:o-cw^^^ **** ^siiiis? 

(D "C & h o 
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[0 0 3 2] 

W ^HlbpfcLm> " 5 5 3 bpH-1 bp J ^W.UT. IDR 

iot, ^DR3 ©±'1W- 3 7 9 b p *fe - 3 8 4 bp 
r fTCC I V D R 3 i^WSW^S^^T C C T CC*f-7 

TCCTCC^f-7 (H*T?tt, Ie¥H^S P lJft^H^fcaai-) > BtfPSS&J^ ? 

h o ********* * > P - 

5«*aS « 7 4#l*fc*3 7 3llKO«tB«, ^3 7 4#B*S>* 

*-«* (isNHiKstaiiwwttt, »3 3 ******* 

m i± 9— (Promoter Inspector) k^'" n>t y c 

^ P KJ^ TCCTCC^-7, ^V>1 (exonl) 

5t@ 16 6 6tB,l8 8, 8 9f@,i9 2, 9 3*B. *137 ■ * 
B *1? I52t@,il 8 7, 1 8 8f@,il 8 9, 190#B,*196, 
19?ia ^251 2bV»2B 8. 2 5 9»B, *2 7 0. 2 7 1»B. » 
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#1 »3 4 4, 3 4 5fg,i3 5 0, 3 5 1 * 1 3 7 4 3 7 5 *1. *3 95 

; f 9?«. *4 0 1 . 4 0 2*1. »41 1.4 1 2*1 , •* 5 4 # , 
*i 91 a ? ? * H i4 3 1, 432*1. H435, 4 3 6ffH, *4 4Z, 4 4 
klla 4 5 4*1, »4 5 6. 4 5 7*1.^4 5 9, 4 6 Of I, »4 6 
?" 6? iL »1 6 t ! 6 7*1. »4 7 5^4 7 6*1 * 4 7 9 4 8 0*1 
*4 8 1, 4 8 2«,i4 9 3, 4 9 4 *@ ,* 5 0 1 5 0 2 *1 . #5 0 4 5 
;?« « 517 518*1.^ 5 2 3, 5 2 4*1.^ 5 3 8, 5 3 9*1.^5 

4 5 4?ll. ^ 5 4 5 5 4 6*1. ^5 6 3, 5 6 4*1. 15 6 7 5 6 # 
i milt 570*1 1 5 7 7, 5 7 8*1.^ 5 7 9, 5 8 0*1.^582 

! 8?«!» 5 8 8 5 8 «1. *5 9 1. 5 9 2#IK, ** W C p GK«* 

aSS b «* • cw^cp GE^^mi^^*^^- 

i£w°A»ttfcov>-CWU tff-RAlta^ WpGiSWm^J 
55f4*tS**oT. DR3»«FI»«^- 3 8 0 bp ; -l 0 

;?tj ^u*» i ***^n%£Zc* 2™ D (?iss b§s 

Sep GE« TkTwI#wW WffftU -18 0b piHTWCpGE 
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J 2 ° 4 6 ,L n R 3 jt^o * - * -«* t L-c |±, £ omiST-o * - * -* 
?*t«^IW^»3 3 6fS*fe» 5 6 4«*^««W*«** 0 ** 

^Jff^rUV^teL>,^*^ RAjftftL-Cv,*, RA^H 

«U fE^A^u^^cR <L/n rriort Harrison T Paul CL, and F 

(bisulfite genomic sequencing^) (Clark bj, Harrison j, 
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rommer M. High sensitivity mapping of methylated cytosines. Nucleic : Ac ids Res 22 
2990-2997 (1994) #M) ^ MSPg (methylation specific PCRft) barman j 
G^Traffm Wohanen S et al. Methylation specif ic PGR: A novel PC 
ethylation status of CpG islands. Proc Natl Acad Sci 93, 9821-9826 U99W ^..J 

till Vwm*>* fMWl^ffit^l^Jffl L ***^5*?*££f mm 

- - % 5 d r s © 5- d * - #■ -«** * < t <> -»w * y V* * 

%i%ly^%Vx, ±SE«^ot-^-«« (D(H10«3Se«*W5 6 

miiE#2 0 0 4 - 3 1 2 2 6 7 0 
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it-lzV r^MkiaS^7^-J tit. CpGl^mtiDRWn 

rtfi* 7-F«^- (Forward Primer) WOTn'-X^^- (Re 

±»# ^ £ /MMttltt ^ 4 ^ - & « k U T 14 , D R 3 %t<7k=F-<D 

* J » - (MF 3 ) : GTTTTATTTG GTTTGTTCGT TGTC 2 ) 

.j^^^v- (MR 3) : CGTACTCTCT ACCCGTCGTA A (Ma^iJ*-^ 3 ) 

10 0 6 5] 

7*^?/^-(UF3) : TTTATTTGGT TTGTTTGTTG TTGTT (E*!l##4) 

(UR 3) : ACTCCATACT CTCTACCCAT CATAA (E8I#*5) 

[0 0 6 7] 

>t^5"-k«»?*^** tfJ: <^ ****** 

[0 0 6 9], 
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±1© tISf t^* ; A y - ^ i > ^ ft 4 o 

mull l^T>Tml*mm « *fc*v * dn a* «***• 

SDNAKJit*, DNAJ»«X«KJ:o-CJlHB8tl.*. 

(p c r) B »«»«i«t*wi < - *«>»»**» 

S*^? -%*+%4^to79 4^-*> C p G 

P^tv*£o 1^^^ ; v ' pi ,* n « * siffr nans- 

r nA*nw a > + * ^ >filft(:7-"'J>^ (ffiffi) ^ot, Jiptl>-r 

f7S-t?^-u>>uftv*fc*. ^ fMM»w*y ^^^^^ 

o 

D Ui|iE#2 0 0 4 - 3 1 2 2 6 7 0 
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h v V Mb * *tt v> a * - * ^ * * 

J -oco D N A if * * £ * * M b v b v > f" Mb v h v > Z> 
v>fcP CR^M^-^DNAllfit^iite^^^o 

r*U^9-«a«Rl6J kli. PCR (Polymerase Chain Reaction) 

G^wittB^^^*^ Hilt m %\Vlmk 11 

[0 0 8 5] 

^ 0 t^l*xsr*^s*a^*fti:tr, Will tll«wW^^K3 
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[0 0 8 8] 
[ 0 0 9 2] 

[4] *5feWK***RAOj&*«*!K:ov>-C „*,~r 
GlfiW^ >ifMfctlo^t-^ -**ttt*D R 3 SUS^fc^T^* - *^ 

1 ^^^^yn^-^-WfcbT^-r^DR3it^*#t>^O^^o-C, Jilfi^u 
^-^-ffjgJK^T. S»DR3»fe ; J 1 <oafiMi6^?>Sfex.T- 3 8 0 b p~- 1 8 
0 b P C p GBBfllfcT V ^;WbW£U -1 8 ObpiHT 

J ° ° ft&ogftn KbTF-rzi^ r Ait* ^dr3 atfs^co * - 
* - a t,, mmv t <D\mi$m tmc* f^mt * o , * 

[0 0 9 7] 

(1) MSPft^i^^^MttiOtai 

T »St^^ft«oT, ***MEai*fc**M C p GKOT 

m§E# 2004-3122670 



#H 2004-052495 



^-v : 13/ 



[0 0 9 8] 

(1) NaOH^te^o (DNA*-*«KS£tt$*io ) 

(2) 3 7l3-e3 0 3*S1-£o 

( 3 ) Sodium bisulfite (N a H S 0 s I M.W&&^ h 'J 7 A) /hydroquinone (C e 

h 6 o 2 ) ( P H5. o) ^nA> ^;v^Hb^i^IT5yftt^o 

( 4 ) 5 5 "C^Bf^Hc 2 0 H#Wfi < o 

( 5 ) Wizard DNA Clean-up Systemic 4. &Ji&^^31£ff 7 o (M* ^* Wfc) 

(6) N a OH^iinx&o (T/HJ&'J&ffi) 

(7) 3 7tTl 0 fi-tkWllr & o 

(8) s^mr^*-^ A/EtOH^Jnxtr|g«?ifnL, ^ y -;W£P£$«o 

(9) &9jJtK»«M-*o (bisulfite DNA«) 

ttz, cCtA, B, C^^flit^jfijii^^r^^felcffiv^c^^Mfc^fl^^^-f v- 
AIi©^fMtfIfi<)'/7^v- : 

7*7-F7'7^-7- (MF1) : TTGATTTTAA GTGTTTCGTT CGTT (BB?!l#-5§- 6 ) 
U 7°7^-7- (MR1) : AAACGCTAAA CTACCTACTA CGACC (BE?!l#-^ 7 ) 

Allo^MfMt#I»7 7^-7- : 

7*7- F7°7^v- (UF1) : GATTTTAAGT GTTTTGTTTG TT (HB^J#-§- 8 ) 
'JA-7 7'7^- (UR1) : AACACTAAAC TACCTACTAC AACC (SB^iJ#-^ 9 ) 

Bilw^fMktlte^^-f-?- : 

7t7-F7 , 7^v- (MF2) : GTAGTAGGTA GTTTAGCGTT TCGC (WM^r^r 1 0 ) 
V A-7 7 7^v- (MR 2 ) : CAAATACCCC CTCTACTCGA C (@fi£iJ#-§- 1 1 ) 

7t7-K77^v- (UF2) : TAGTAGGTAG TTTAGTGTTT TGTGT (BE£!l#-§- 1 2 ) 
y;t-^75^v- (UR2) : ACCAAATACC CCCTCTACTC AAC (S£^J#-^ 1 3 ) 

7*7-F77^v- (MF3) ! GTTTTATTTG GTTTGTTCGT TGTC (@fi?'J#-t 2 ) 
y /<- * 77^fv- (MR3) : CGTACTCTCT ACCCGTCGTA A (HB3fl#-£ 3 ) 

7*7-K77'fv- (UF3) : TTTATTTGGT TTGTTTGTTG TTGTT (BB^J#"f - 4 ) 
'jA-^77-fv- (UR3) : ACTCCATACT CTCTACCCAT CATAA 5 ) 

tfc, PCRiCov^Tfi, 9 5°C- 1 07>OMI^ffo/;t, 9 5*Ct?l^ 5 5 °C7r 
1^ 7 2t;-?lM4 0*M *JH**)jgU toft, 7 2°C- 5 ^&SI*ffo fc„ 
[0 0 9 9] 

^Hit^lO^^Mb^ffltC^V^-C{± N DNAiflsXfllCioTiiipi^tLfc^-DN 
A»fM-tcov^T^y 7^ y )V7? K^W^aOfttfi 1 -5 i t H iot, C p GSB^iJO^^ 

[0 10 0] 

■tO«f**ia3 (a) „ (b) > teXZf, m4Kmi-o 0 3 (a) it, R Alt ©tft' 
Jt'J >;<*fi*ODR 3 jt^±***Kov>-C, 0 3 (b) 14. RA!&m<DtoWmfo 
ffi*ODR3dH£iPO±ilE«J*»cov»r, fOA • B • C*»^iHt«l^llL 
fc»#*^tB^*4o 04 i4. (HTlifitHTAfciB-T) <^*«1V ^/^IfifO 

DR 3itfS^ii&lS«&Cov>T N t©A • B • C#ffii*0*?-/WtttJ&**WBLfc*&# 
*^1-0t?*S o 45-B3tc^^*5tacttw*l*i-*v»T, U7r^-rv->}4 N IM^;v 

(4 , ^ ;W |ft77-fv-£Jl^-CDNA i£fg * ^ o fcSrfrOigttSf Jt -C * & „ 
[0101] 

dtLfbOHK^-f 4 7 fc, AfIJttcWLTi4, ^rot>7'fl'COV't, ^OCpGgB 
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iL'StU, RA ** ffi *°*H^ *5S55!"^^ 

(I) ^(c) US-C, Aftft«i-«*l-3l**tL«U 
HSU) 51 *** (b) ^tiM:, AW^BWIi> 

J £ iL° bT±|BOM SPftKtot, ft*** J» V JOD 

R 3 I 5 W 5r Alf^lil*^ D R 3 *»©±*«*«> * £2™*S 

-e tt c « is it a ^ f - MM*JK#* £ < * * * - b $ ^ ° 

(2) bisulfite genomic sequencing^ ^ i ^^^H^|0|ffi 
HWfbfco bisulfite genomic sequencing^ t±> ±&<D*#Xtoi-M*>73**- 

»s"d r s ******** 
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<7)^ |ft is i 0%j»o*» I* £ x s K v*^ JB T»TflBte L T a «, 

«*SS«Si**W*o-e*^ (b) »RA«OltWlM*ODR3lfc 

(b) »; DR33M^OJ:*«**^B«*0»***-*-*27 
ih ( c ) li DRSJI^oiltWfwcflioi^t^^io ^ 

IhI] MS PftCiot, 

(b) ^R Alt ^MSIfi*© D R 3 lfc?<0lS^: J i * 
(°) ij **Jfe-WH^-fbi sulfite genomic sequencing^** J: o T, ft 
*aH-H-C**o (b) li. ^bisulfite genomic sequencing^ U 



mm 2004-3122670 



#11 2004-052495 



^-v: 1/ 



SEQUENCE LISTING 

<110> Shiozawa, Shunichi 

<120> A polynucleotide responsible for the sideration 

of rheumatoid arthritis and use of the polynucleoti 

<130> P151111 
<160> 13 

<170> Patentln Ver. 2. 1 



<210> 1 

<211> 592 

<212> DNA 

<213> Homo sapiens 

<400> 1 

acgccgggct agtttttgta ttttaagtag 
gtctcgaact cctgacccca agtgttccgc 
caggcctgag ctactgcgct tggccccttg 
tggggacgcg gaggccgaga gagaagtcac 
agggttgggg cgagagtcgg ggtggggacc 
gcagcaggca gcccagcgct tcgcgtgttc 
ctcaggtcta ggccgagcag agggggcacc 
cgcctccccc cgcccgccag gcgggccctt 
cggggctgaa ggcggaacca cgacgggcag 
ccgtcggagg gctatggagc agcggccgcg 



agacggcatt tcaccatatt ggtcaggctg 60 
ccgcctctgc ctcccatagt gctagaatta 120 
cggtactttt ggcccaacct cctccatggc 180 
ttgccctggc tctaccttga agtggttctc 240 
gagatgcagc tctatcctgt gcccctggtc 300 
tacttggcct gtccgctgcc gcctaatgag 360 
tggtcggact cggttgggct cgggcggccc 420 
ctcgacggcg cggggcgggc cctgcgggcg 480 
agagcacgga gccgggaagc ccctgggcgc 540 
gggctgcgcg gcggtggcgg eg 592 



<210> 2 
<211> 24 
<212> DNA 

<213> Artificial Sequence • 



<223> Description of Artificial Sequence: Artificially 
Synthesized Polynucleotide 

<400> 2 

gttttatttg gtttgttcgt tgtc 



<210> 3 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
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<220> 



<223> Description of Artificial Sequence: Artificially- 
Synthesized Polynucleotide 



<400> 3 

cgtactctct acccgtcgta a 



21 



<210> 4 
<211> 25 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Artificially 
Synthesized Polynucleotide 

<400> 4 

tttatttggt ttgtttgttg ttgtt 25 



<210> 5 
<211> 25 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Artificially 
Synthesized Polynucleotide 



<210> 6 
<211> 24 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Artificially 
Synthesized Polynucleotide 

<400> 6 

ttgattttaa gtgtttcgtt cgtt 24 



<400> 5 

actccatact ctctacccat cataa 



25 



<210> 7 
<211> 25 
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<212> DNA 

<213> Artificial Sequence 



<223> Description of Artificial Sequence: Artificially 
Synthesized Polynucleotide 

<400> 7 

aaacgctaaa ctacctacta cgacc 



<210> 8 
<211> 22 
<212> DNA 

<213> Artificial Sequence 

< 220 > a t -r- • n 

<223> Description of Artificial Sequence: Artificially 

Synthesized Polynucleotide 

<400> 8 22 
gattttaagt gttttgtttg tt 



<210> 9 
<211> 24 
<212> DNA 

<213> Artificial Sequence 

<220> . . 

<223> Description of Artificial Sequence: Artificially 

Synthesized Polynucleotide 

<400> 9 24 
aacactaaac tacctactac aacc 



<210> 10 
<211> 24 
<212> DNA 

<213> Artificial Sequence 

<220> . 1 _. x . . 1 1 

<223> Description of Artificial Sequence: Artificially 

Synthesized Polynucleotide 

<400> 10 24 
gtagtaggta gtttagcgtt tcgc 
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<210> 11 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Artificially 
Synthesized Polynucleotide 

<400> 11 

caaatacccc ctctactcga c 21 



<210> 12 
<211> 25 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Artificially 
Synthesized Polynucleotide 

<400> 12 

tagtaggtag tttagtgttt tgtgt 25 



<210> 13 
<211> 23 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Artificially 
Synthesized Polynucleotide 

<400> 13 

accaaatacc ccctctactc aac 23 
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